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primary mode of therapy, e.g.. diet,
surgery, or some other drug, is an ad-
junct to the mode of therapy.

(2) All indications shall be supported
by substantial evidence of effectiveness
based on adequate and well-controlled
studies as defined in §314.126(b) of this
chapter unless the requirement is
waived under §201.58 or §314.126(b) of
this chapter.

(3) This section of the labeling shall
also contain the following additional
information:

(1) If evidence is available to support
the safety and effectiveness of the drug
only in selected subgroups of the larger
population with a disease, syndrome,
or symptom under consideration, e.g.,
patients with mild disease or patients
in a special age group, the labeling
shall describe the available evidence
and state the limitations of usefulness
of the drug. The labeling shall also
identify specific tests needed for selec-
tion or monitoring of the patients who
need the drug, e.g., microbe suscepti-
bility tests. Information on the approx-
imate kind, degree, and duration of im-
provement to be anticipated shall be
stated if available and shall be based
on substantial evidence derived from
adequate and well-controlled studies as
defined in §314.126(b) of this chapter
unless the requirement is waived under
§201.58 or §314.126(b) of this chapter. If
the information is relevant to the rec-
ommended intervals between doses, the
usual duration of treatment, or any
modification of dosage, it shall be stat-
ed in the “‘Dosage and Administration”
section of the labeling and referenced
in this section.

(ii) If safety considerations are such
that the drug should be reserved for
certain situations, e.g., cases refrac-
tory to other drugs, this information
shall be stated in this section.

(iii) If there are specific conditions
that should be met before the drug is
used on a long-term basis, e.g., dem-
onstration of responsiveness to the
drug in a short-term trial, the labeling
shall identify the conditions; or, if the
indications for long-term use are dif-
ferent from those for short-term use,
the labeling shall identify the specific
indications for each use.

(iv) If there is a common belief that
the drug may be effective for a certain
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use or if there is a common use of the
drug for a condition, but the prepon-
derance of evidence related to the use
or condition shows that the drug is in-
effective, the Food and Drug Adminis-
tration may require that the labeling
state that there is a lack of evidence
that the drug is effective for that use
or condition.

(v) Any statements comparing the
safety or effectiveness, either greater
or less, of the drug with other agents
for the same indication shall be sup-
ported by adequate and well-controlled
studies as defined in §314.126(b) of this
chapter unless this requirement is
waived under §201.58 or §314.126(b) of
this chapter.

(@) Contraindications. Under this sec-
tion heading, the labeling shall de-
scribe those situations in which the
drug should not be used because the
risk of use clearly outweighs any pos-
sible benefit. These situations include
administration of the drug to patients
known to have a hypersensitivity to it;
use of the drug in patients who, be-
cause of their particular age, sex, con-
comitant therapy, disease state, or
other condition, have a substantial
risk of being harmed by it; or contin-
ued use of the drug in the face of an un-
acceptably hazardous adverse reaction.
Known hazards and not theoretical pos-
sibilities shall be listed, e.g., if hyper-
sensitivity to the drug has not been
demonstrated, it should not be listed as
a contraindication. If no contraindica-
tions are known, this section of the la-
beling shall state “"None known.”
¥ (e) Warnings. Under this section head-
ing. the labeling shall describe serious
adverse reactions and potential safety
hazards, limitations in use imposed by
them, and steps that should be taken if
they occur. The labeling shall be re-
vised to include a warning as soon as
there is reasonable evidence of an asso-
ciation of a serious hazard with a drug;
a causal relationship need not have
been proved. A specific warning relat-
ing to a use not provided for under the
“Indications and Usage’ section of the
labeling may be required by the Food
and Drug Administration if the drug is
commonly prescribed for a disease or
condition. and there is lack of substan-
tial evidence of effectivenes for that
disease or condition, and such usage is
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associated with serious risk or hazard.
Special problems, particularly those
that may lead to death or serious in-
jury, may be required by the Food and
Drug Administration to be placed in a
prominently displayed box. The boxed
warning ordinarily shall be based on
clinical data, but serious animal tox-
icity may also be the basis of a boxed
warning in the absence of clinical data.
If a boxed warning is required, its loca-
tion will be specified by the Food and
Drug Administration. The frequency of
these serious adverse reactions and, if
known, the approximate mortality and
morbidity rates for patients sustaining
the reaction, which are important to
safe and effective use of the drug, shall
be expressed as provided under the
«Adverse Reactions’ section of the la-
beling.

(f) Precautions. Under this section
heading, the labeling shall contain the
following subsections as appropriate
for the drug:

(1) General. This subsection of the la-
beling shall contain information re-
garding any special care to be exer-
cised by the practitioner for safe and
effective use of the drug, e.g., pre-
cautions not required under any other
specific section or subsection of the la-
beling.

(2) Information for patients. This sub-
section of the labeling shall contain in-
formation to be given to patients for
safe and effective use of the drug, e.g.,
precautions concerning driving or the
concomitant use of other substances
that may have harmful additive ef-
fects. Any printed patient information
or Medication Guide required under
this chapter to be distributed to the
patient shall be referred to under the
“Precautions’’ section of the labeling
and the full text of such patient infor-
mation or Medication Guide shall be
reprinted at the end of the labeling.
The print size requirements for the
Medication Guide set forth in §208.20 of
this chapter, however, do not apply to
the Medication Guide that is reprinted
in the professional labeling.

(3) Laboratory tests. This subsection of
the labeling shall identify any labora-
tory tests that may be helpful in fol-
lowing the patient’s response or in
identifying possible adverse reactions.
If appropriate, information shall be
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provided on such factors as the range
of normal and abnormal values ex-
pected in the particular situation and
the recommended frequency with
which tests should be done before, dur-
ing, and after therapy.

(4)(i) Drug interactions. This sub-
section of the labeling shall contain
specific practical guidance for the phy-
sician on preventing clinically signifi-
cant drug/drug and drug/food inter-
actions that may occur in vivo in pa-
tients taking the drug. Specific drugs
or classes of drugs with which the drug
to which the labeling applies may
interact in vivo shall be identified, and
the mechanism(s) of the interaction
shall be briefly described. Information
in this subsection of the labeling shall
be limited to that pertaining to clin-
ical use of the drug in patients. Drug
interactions supported only by animal
or in vitro experiments may not ordi-
narily be included, but animal or in
vitro data may be used if shown to be
clinically relevant. Drug incompati-
bilities, i.e., drug interactions that
may occur when drugs are mixed in
vitro, as in a solution for intravenous
administration, shall be discussed
under the “Dosage and Administra-
tion'' section of the labeling rather
than under this subsection of the label-
ing.

(ii) Drug/laboratory test interactions.
This subsection of the labeling shall
contain practical guidance on known
interference of the drug with labora-
tory tests.

(5) Carcinogenesis, mutagenesis, impair-
ment of fertility. This subsection of the
labeling shall state whether long-term
studies in animals have been performed
to evaluate carcinogenic potential and,
if 8o, the species and results. If repro-
duction studies or other data in ani-
mals reveal a problem or potential
problem concerning mutagenesis or im-
pairment of fertility in either males or
females. the information shall be de-
scribed. Any precautionary statement
on these topics shall include practical.
relevant advice to the physician on the
significance of these animal findings. If
there is evidence from human data that
the drug may be carcinogenic or muta-
genic or that it impairs fertility. this
information shall be included under the
“Warnings” section of the labeling.



